PRAM: hice EA wren 


Dashboard / My courses / MCQ Question Bank / Neurology / Restless Legs Syndrome - Quiz 3 


QUIZ NAVIGATION 


Show one page at a time 


Question 1 
1D: 57504 


Finish review 


Corect 


Flag question 


EER 


[Started on) Thursday, 10 October 2024, 2:29 AM 
[state] 


Finished 


‘Completed on | Thursday, 10 October 2024, 2:32 AM 


Time taken 


3 mins 44 secs 
8.00/9.00 


[Marks 
(C Grade] 8.89 out of 10.00 (88.89%) 


Which of the following agents is an ergot dopamine agonist? 


Select one: 
Ropinirole % 
Pramipexole % 
Rotigotine * 
Cabergoline ¥ ; 

Rose Wang (ID:113212) this answer is correct. The non-ergot dopamine agonists are 


less likely to cause side effects than ergot dopamine agonists (e.g. cabergoline, 
bromocriptine, pergolide). 


Mars for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. 


The treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
‘occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to require 
daily treatment, with symptoms usually occurring at least twice a week on average and causing moderate-to- 
severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma- 
aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic 
persistent RLS. The non-ergot dopamine agonists are less likely to cause side effects than ergot dopamine 
agonists (e.g. cabergoline, bromocriptine, pergolide). Adverse effects associated with dopamine agonists 
include nausea, sedation, and lightheadedness, which usually improve after the first few months of treatment. 
Dopamine agonists are also associated with a fairly high risk of compulsive behaviours (e.g. pathological 
gambling, hypersexuality). 


RATIONALE: 
Correct Answer: 


© Cabergoline - The non-ergot dopamine agonists are less likely to cause side effects than ergot 
dopamine agonists (e.g. cabergoline, bromocriptine, pergolide). 


Incorrect Answers: 
e Ropinirole - This drug is classified as a non-ergot dopamine agonist. 
e Pramipexole - This drug is classified as a non-ergot dopamine agonist. 


e Rotigotine - This drug is classified as a non-ergot dopamine agonist. 


TAKEAWAY/KEY POINTS: 


Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma-aminobutyric acid 
(GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic persistent RLS. The non- 
ergot dopamine agonists are less likely to cause side effects than ergot dopamine agonists (e.g. cabergoline, 
bromocriptine, pergolide) 


REFERENCE: 
[1] Lafontaine A. Restless legs syndrome. In: Compendium of Therapeutic Choices. Ottawa, ON: Canadian 
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[2] Dopp JM, Phillips BG. Sleep-wake disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. 
eds. Pharmacotherapy: A Pathophysiologic Approach, 10e. New York, NY: McGraw-Hill. 


[B] Ondo WG. Clinical features and diagnosis of restless legs syndrome and periodic limb movement disorder 
in adults. In: Hurtig HI, Avidan AY, eds. UpToDate. Waltham, MA.: UpToDate. 


[4] Silber MH. Treatment of restless legs syndrome and periodic limb movement disorder in adults. In: Hurtig 
HI, Avidan AY, eds. UpToDate. Waltham, MA: UpToDate. 


[5] Silber MH, Becker PM, Earley C, et al. Willis-Ekbom Disease Foundation revised consensus statement on 
the management of restless legs syndrome. Mayo Clin Proc 2013;88(9):977-86. 


The correct answer is: Cabergoline 


Which of the following medications used to treat restless legs syndrome (RLS) requires dose adjustment in 
patients with renal impairment? 


Select one: 
Levodopa/carbidopa % 
Rotigotine X 
Clonazepam * 


Pregabalin Y 
a Rose Wang (ID:113212) this answer is correct. Pregabalin and gabapentin both 


require dose adjustment in patients with renal impairment. 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 


To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5-15% in the general 
population. RLS is more common in women than men and the prevalence increases with age. 


The treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
‘occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (eg., clonazepam, 
temazepam). Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for augmentation and rebound. 


Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to require daily treatment, 
with symptoms usually occurring at least twice a week on average and causing moderate-to-severe distress. 
Non-ergot dopamine agonists (e.g, pramipexole, ropinirole, rotigotine) and gamma-aminobutyric acid 
(GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic persistent RLS. Adverse 
effects associated with dopamine agonists include nausea, sedation, and lightheadedness, which usually 
improve after the first few months of treatment. Dopamine agonists are also associated with a fairly high risk 
of compulsive behaviors (e.g., pathological gambling, hypersexuality). GABA derivatives are associated with 
an increased risk of sedation, dizziness, ataxia, tremor, blurred vision, peripheral edema, and weight gain. 
Pregabalin and gabapentin both require dose adjustment in patients with renal impairment. 


RATIONALE: 
Correct Answer: 


e Pregabalin - Pregabalin and gabapentin both require dose adjustment in patients with renal 
impairment. 


Incorrect Answers: 
* Levodopa/carbidopa - This drug does not require dose adjustment in renal impairment. 
* Rotigotine - This drug does not require dose adjustment in renal impairment. 


* Clonazepam - This drug does not require dose adjustment in renal impairment. 


TAKEAWAY/KEY POINTS: 


Gamma-aminobutyric acid (GABA) derivatives (e.g., pregabalin, gabapentin) both require dose adjustment in 
patients with renal impairment. 


REFERENCE: 
11] Lafontaine A. Restless leas svndrome. In: Compendium of Therapeutic Choices. Ottawa. ON: Canadian 
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[2] Dopp JM, Phillips BG. Sleep-wake disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. 
eds. Pharmacotherapy: A Pathophysiologic Approach, 10e. New York, NY: McGraw-Hill. 

[3] Ondo WG. Clinical features and diagnosis of restless legs syndrome and periodic limb movement disorder 
in adults. In: Hurtig HI, Avidan AY, eds. UpToDate, Waltham, MA: UpToDate. 

[4] Silber MH. Treatment of restless legs syndrome and periodic limb movement disorder in adults. In: Hurtig 
HI, Avidan AY, eds. UpToDate. Waltham, MA: UpToDate. 

[5] Silber MH, Becker PM, Earley C, et al. Willis-Ekbom Disease Foundation revised consensus statement on 
the management of restless legs syndrome. Mayo Clin Proc 2013;88(9):977-86. 


The correct answer is: Pregabalin 


Which of the following drugs used to treat restless legs syndrome (RLS) is most often associated with 
augmentation? 


Select one: 
Gabapentin * 
Levodi bid {v 
SURELY TTL Ye Rose Wang (ID:113212) this answer is correct. Levodopa/carbidopa is not 


suitable for patients with daily symptoms due to its short half-life and 
increased risk for symptom augmentation. 


Pramipexole % 
Temazepam % 


Mars for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 


To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
occurring less than twice a week on average. Medications that can be used for the treatment of intermittent 
RLS include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, 
an increase in symptom distribution, or the emergence of symptoms earlier in the evening. Chronic persistent 
RLS is defined as RLS that is frequent and troublesome enough to require daily treatment. with symptoms 
usually occurring at least twice a week on average and causing moderate-to-severe distress. Non-ergot 
dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma-aminobutyric acid (GABA) 
derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic persistent RLS. Adverse effects 
associated with dopamine agonists include nausea, sedation, and lightheadedness, which usually improve 
after the first few months of treatment. Dopamine agonists are also associated with a fairly high risk of 
compulsive behaviours (e.g. pathological gambling, hypersexuality). GABA derivatives are associated with an 
increased risk of sedation, dizziness, ataxia, tremor, blurred vision, peripheral edema, and weight gain. 
Pregabalin and gabapentin both require dose adjustment in patients with renal impairment. 


RATIONALE: 
Correct Answer: 


* Levodopa/carbidopa - Levodopa/carbidopa is not suitable for patients with daily symptoms due to 
its short half-life and increased risk for symptom augmentation. 


Incorrect Answers: 
© Gabapentin - Gabapentin is not associated with a high incidence of symptom augmentation. 
* Pramipexole - Pramipexole is not associated with a high incidence of symptom augmentation 


e Temazepam - Temazepam is not associated with a high incidence of symptom augmentation 


TAKEAWAY/KEY POINTS: 


Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life and increased 
risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, an increase in 
symptom distribution, or the emergence of symptoms earlier in the evening, 


REFERENCE: 


11] Lafontaine A. Restless leas syndrome. In: Compendium of Theraneutic Choices. Ottawa. ON: Canadian 
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Pharmacists Association. htips://myrxtx.ca. 


[2] Dopp JM, Phillips BG. Sleep-wake disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. 
eds, Pharmacotherapy: A Pathophysiologic Approach, 10e. New York, NY: McGraw-Hill. 


The correct answer is: Levodopa/carbidopa 


THE NEXT 3 QUESTIONS INCLUSIVE REFER TO THE FOLLOWING CASE: 


WK is a 52-year-old male who is newly diagnosed 1 month ago with chronic persistent restless leg 
syndrome (RLS). WK was prescribed Gabapentin 300mg PO OD a: jal therapy to manage his 
symptoms. He diligently runs three times a week in the evening as he finds it improves his symptoms. 
WK's medical history includes hypertension and GERD. WK currently takes losartan 50 mg PO OD and 
pantoprazole 40 mg BID. 


When is Gabapentin not preferred in RLS? 


Select one: 
In patients with v 3 SEE n 
cognitive impairment Rose Wang (ID:113212) this answer is correct. Gabapentin is not 
recommended in patients with cognitive impairment. 


In patients within the range of a healthy weight * 
In patients with co-morbid insomnia * 


In young patients * 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of chronic persistent restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. RLS is a 
neurological disorder that manifests as an unpleasant sensation in the legs coupled with an urge to move the 
legs, particularly at bedtime. Patients experience symptoms of RLS when the limbs are at rest and symptoms 
are relieved by movement. Generally, symptoms are bilateral and symmetrical, but may occasionally be 
unilateral. Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to require daily 
treatment, with symptoms usually occurring at least twice a week on average and causing moderate-to- 
severe distress, Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma- 
aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the two types of agents used in 
chronic persistent RLS. GABA derivatives are the preferred therapy option due to the higher incidence of 
augmentation occurring with dopamine agonists. However, in some patient populations dopamine agonists 
are preferred. This includes patients with co-comorbid depression or anxiety, excessive weight, cognitively 
impaired, at risk of falling, or at risk for pulmonary depression. Adverse effects associated with dopamine 
agonists include nausea, sedation, and lightheadedness, which usually improve after 10 to 14 days of 
treatment. Dopamine agonists are also associated with a fairly high risk of compulsive behaviours (e.g. 
pathological gambling, hypersexuality). 


RATIONALE: 


Correct Answer: 


+ In patients with cog: 
impairment. 


ive impairment - Gabapentin is not recommended in patients with cognitive 


Incorrect Answers: 


In patients within the range of a healthy weight - Gabapentin is preferred in patients within range 
of a healthy weight as it can cause weight gain as a side effect. 


In patients with co-morbid insomnia - Gabapentin is the preferred option for patients experiencing 
co-morbid insomnia. 


In young patients - Gabapentin poses potential side effects that put the elderly population at risk 
such as an increased risk of falls. 


TAKEAWAY/KEY POINTS: 


Non-ergot dopamine agonists and GABA derivatives are the preferred agents in chronic persistent RLS, with 
preference given to GABA derivatives. 


REFERENCE: 


[1] Silber MH, Buchfuhrer MJ, Earley CJ, et al. The Management of Restless Legs Syndrome: An Updated 
Algorithm. Mayo Clinic Proceedings. doi:https://doi.org/10.1016/j.mayocp.2020.12,026 


The correct answer is: In patients with cognitive impairment 


Question 5 
ID: 57640 


Corect 


Fag question 


MK is a 62 year old female who has recently started taking codeine as needed for treatment of 
intermittent restless legs syndrome (RLS). 


Which of the following side effects is NOT commonly associated with codeine? 


Select one: 
Dizziness % 
Nausea/vomiting * 
Diarrhea ~ 


Rose Wang (ID:113212) this answer is correct. Opioids are more commonly associated 
with constipation, rather than diarrhea. 


Pruritus X 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 


To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, 
increase in symptom distribution, or emergence of symptoms earlier in the evening. Opioids are associated 
with many adverse effects, including sedation, dizziness, nausea/vomiting, constipation, pruritus, and 
respiratory depression. Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to 
require daily treatment, with symptoms usually occurring at least twice a week on average and causing 
moderate-to-severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and 
gamma-aminobutyric acid (GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in 
chronic persistent RLS. Adverse effects associated with dopamine agonists include nausea, sedation, and 
lightheadedness, which usually improve after the first few months of treatment. Dopamine agonists are also 
associated with a fairly high risk of compulsive behaviours (e.g. pathological gambling, hypersexuality). GABA 
derivatives are associated with an increased risk of sedation, dizziness, ataxia, tremor, blurred vision, 
peripheral edema, and weight gain. Pregabalin and gabapentin both require dose adjustment in patients with 
renal impairment. 


RATIONALE: 
Correct Answer: 

* Diarrhea - Opioids are more commonly associated with constipation, rather than diarrhea. 
Incorrect Answers: 


* Dizziness - Opioids are associated with many adverse effects, including sedation, dizziness, 
nausea/vomiting, constipation, pruritus, and respiratory depression. 


* Nausea/vomiting - Opioids are associated with many adverse effects, including sedation, dizziness, 
nausea/vomiting, constipation, pruritus, and respiratory depression. 


Pruritus - Opioids are associated with many adverse effects, including sedation, dizziness, 
nausea/vomiting, constipation, pruritus, and respiratory depression. 


TAKEAWAY/KEY POINTS: 


Medications that can be used for treatment of intermittent RLS include levodopa/carbidopa, low-potency 
opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, temazepam). Opioids are associated with 
many adverse effects, including sedation, dizziness, nausea/vomiting, constioation, pruritus, and respiratory 
depression. 


REFERENCE: 


[1] Lafontaine A. Restless legs syndrome. In: Compendium of Therapeutic Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


[2] Dopp JM, Phillips BG. Sleep-wake disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. 
eds, Pharmacotherapy: A Pathophysiologic Approach, 10e. New York, NY: McGraw-Hill. 


[3] Ondo WG. Clinical features and diagnosis of restless legs syndrome and periodic limb movement disorder 
in adults. In: Hurtia HI Avidan AY. eds. UnToaNate Waltham MA: UnToNate. 


Question 6 
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Flag question 


[4] Silber MH. Treatment of restless legs syndrome and periodic limb movement disorder in adults. In: Hurtig 
HI, Avidan AY, eds. UpToDate. Waltham, MA: UpToDate. 


[5] Silber MH, Becker PM, Earley C, et al. Willis-Ekbom Disease Foundation revised consensus statement on 
the management of restless legs syndrome. Mayo Clin Proc 2013;88(9):977-86. 


The correct answer is: Diarrhea 


When used concomitantly, all of the following drugs can diminish the therapeutic effect of codeine EXCEPT: 


Select one: 
Bupropion * 
Fluoxetine % 
Paroxetine % 
Amitriptyline ¥ 


Rose Wang (ID: 113212) this answer is correct. Amitriptyline is nota CYP2D6 
inhibitor. 


Marks for this submission: 1.00/1.00, 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
‘occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, 
increase in symptom distribution, or emergence of symptoms earlier in the evening. Opioids are associated 
with many adverse effects, including sedation, dizziness, nausea/vomiting, constipation, pruritus, and 
respiratory depression. Codeine is largely a prodrug and its activity is mainly dependent on its conversion to 
morphine by activation via CYP2D6. Thus, CYP2D6 inhibitors (e.g. paroxetine, bupropion, fluoxetine, imatinib, 
quinidine) may diminish the therapeutic effect of codeine when coadministered. Chronic persistent RLS is 
defined as RLS that is frequent and troublesome enough to require daily treatment, with symptoms usually 
occurring at least twice a week on average and causing moderate-to-severe distress. Non-ergot dopamine 
agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma-aminobutyric acid (GABA) derivatives (e.g. 
pregabalin, gabapentin) are the preferred agents in chronic persistent RLS. Adverse effects associated with 
dopamine agonists include nausea, sedation, and lightheadedness, which usually improve after the first few 
months of treatment. Dopamine agonists are also associated with a fairly high risk of compulsive behaviours 
(e.g. pathological gambling, hypersexuality). GABA derivatives are associated with an increased risk of 
sedation, dizziness, ataxia, tremor, blurred vision, peripheral edema, and weight gain. Pregabalin and 
gabapentin both require dose adjustment in patients with renal impairment, 


RATIONALE: 
Correct Answer: 

* Amitriptyline - Amitriptyline is not a CYP2D6 inhibitor. 
Incorrect Answers: 


+ Bupropion - CYP2D6 inhibitors (e.g. paroxetine, bupropion, fluoxetine, imatinib, quinidine) may 
diminish the therapeutic effect of codeine when coadministered. 


Fluoxetine - CYP2D6 inhibitors (e.g. paroxetine, bupropion, fluoxetine, imatinib, quinidine) may 
diminish the therapeutic effect of codeine when coadministered. 


Paroxetine - CYP2D6 inhibitors (e.g. paroxetine, bupropion, fluoxetine, imatinib, qui 
diminish the therapeutic effect of codeine when coadministered. 


TAKEAWAY/KEY POINTS: 


Medications that can be used for treatment of intermittent RLS include levodopa/carbidopa, low-potency 
opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, temazepam). Codeine is largely a prodrug and 
its activity is mainly dependent on its conversion to morphine by activation via CYP2D6. Thus, CYP2D6 
inhibitors (eg. paroxetine, bupropion, fluoxetine, imatinib, quinidine) may diminish the therapeutic effect of 
codeine when coadministered. 


Question 7 
ID: 57642 


Incorrect 


KEFEKENCE: 


[1] Lafontaine A. Restless legs syndrome. I 
Pharmacists Association. https://myrxtx.ca. 


[2] Dopp JM, Phillips BG. Sleep-wake disorders. In: DiPiro JT, Talbert RL, Yee GC, Matzke GR, Wells BG, Posey L. 
eds. Pharmacotherapy: A Pathophysiologic Approach, 10e. New York, NY: McGraw-Hill. 


: Compendium of Therapeutic Choices. Ottawa, ON: Canadian 


[B] Ondo WG. Clinical features and diagnosis of restless legs syndrome and periodic limb movement disorder 
in adults. In: Hurtig HI, Avidan AY, eds. UpToDate, Waltham, MA.: UpToDate. 


[4] Silber MH. Treatment of restless legs syndrome and periodic limb movement disorder in adults. In: Hurtig 
HI, Avidan AY, eds. UpToDate. Waltham, MA: UpToDate. 


[5] Silber MH, Becker PM, Earley C, et al. Willis-Ekbom Disease Foundation revised consensus statement on 
the management of restless legs syndrome. Mayo Clin Proc 2013;88(9):977-86. 


The correct answer is: Amitriptyline 


In a patient with chronic persistent restless legs syndrome (RLS), which of the following clinical features 
would favour the initiation of a dopamine agonist over a gamma-aminobutyric acid (GABA) derivative? 


Select one: 


Comorbid neuropathic pain * 


Comorbid * 


anxiety Rose Wang (ID:113212) this answer is incorrect. GABA derivatives can alleviate 


neuropathic pain and may be helpful in the treatment of insomnia and anxiety. 


Comorbid insomnia * 


Metabolic syndrome Y 


Marks for this submission: 0.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease, Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
‘occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, 
increase in symptom distribution, or emergence of symptoms earlier in the evening. Opioids are associated 
with many adverse effects, including sedation, dizziness, nausea/vomiting, constipation, pruritus, and 
respiratory depression. Codeine is largely a prodrug and its activity is mainly dependent on its conversion to 
morphine by activation via CYP2D6. Thus, CYP2D6 inhibitors (e.g. paroxetine, bupropion, fluoxetine, imatinib, 
quinidine) may diminish the therapeutic effect of codeine when coadministered. Chronic persistent RLS is 
defined as RLS that is frequent and troublesome enough to require daily treatment, with symptoms usually 
occurring at least twice a week on average and causing moderate-to-severe distress. Non-ergot dopamine 
agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma-aminobutyric acid (GABA) derivatives (e.g. 
pregabalin, gabapentin) are the preferred agents in chronic persistent RLS. Adverse effects associated with 
dopamine agonists include nausea, sedation, and lightheadedness, which usually improve after the first few 
months of treatment. Dopamine agonists are also associated with a fairly high risk of compulsive behaviours 
(e.g. pathological gambling, hypersexuality). GABA derivatives are associated with an increased risk of 
sedation, dizziness, ataxia, tremor, blurred vision, peripheral edema, and weight gain. Pregabalin and 
gabapentin both require dose adjustment in patients with renal impairment. Because GABA derivatives can 
cause depression and weight gain, a dopamine agonist is a more appropriate choice in the presence of 
depression or dysthymia and obesity. GABA derivatives can alleviate neuropathic pain and may be helpful in 
the treatment of insomnia and anxiety. Dopamine agonists should ideally be avoided in patients with 
previous impulse control disorders or addiction, but are the drugs of choice in patients with very severe RLS. 


RATIONALE: 
Correct Answer: 


+ Metabolic syndrome - Because GABA derivatives can cause depression and weight gain, a dopamine 
agonist is a more appropriate choice in the presence of depression or dysthymia and obesity. 


Incorrect Answers: 


* Comorbid neuropathic pain - GABA derivatives can alleviate neuropathic pain and may be helpful in 
the treatment of insomnia and anxiety. 


* Comorbid anxiety - GABA derivatives can alleviate neuropathic pain and may be helpful in the 
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treatment ot Insomnia ana anxiety. 


* Comorbid insomnia - GABA derivatives can alleviate neuropathic pain and may be helpful in the 
treatment of insomnia and anxiety. 


TAKEAWAY/KEY POINTS: 


Because GABA derivatives can cause depression and weight gain, a dopamine agonist is a more appropriate 
choice in the presence of depression or dysthymia and obesity. GABA derivatives can alleviate neuropathic 
pain and may be helpful in the treatment of insomnia and anxiety. 
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The correct answer is: Metabolic syndrome 


In a patient with chronic persistent restless legs syndrome (RLS), which of the following clinical features 
would favour the initiation of a gamma-aminobutyric acid (GABA) derivative over a dopamine agonist? 


Select one: 
Very severe RIS X 
Comorbid Y 
anxiety Rose Wang (ID:113212) this answer is correct. GABA derivatives can alleviate 
neuropathic pain and may be helpful in the treatment of insomnia and anxiety. 
Obesity * 


Comorbid depression * 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 
To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam), Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, 
increase in symptom distribution, or emergence of symptoms earlier in the evening. Opioids are associated 
with many adverse effects, including sedation, dizziness, nausea/vomiting, constipation, pruritus, and 
respiratory depression. Codeine is largely a prodrug and its activity is mainly dependent on its conversion to 
morphine by activation via CYP2D6. Thus, CYP2D6 inhibitors (e.g. paroxetine, bupropion, fluoxetine, imatinib, 
quinidine) may diminish the therapeutic effect of codeine when coadministered. Chronic persistent RLS is 
defined as RLS that is frequent and troublesome enough to require daily treatment, with symptoms usually 
occurring at least twice a week on average and causing moderate-to-severe distress. Non-ergot dopamine 
agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma-aminobutyric acid (GABA) derivatives (e.g. 
pregabalin, gabapentin) are the preferred agents in chronic persistent RLS. Adverse effects associated with 
dopamine agonists include nausea, sedation, and lightheadedness, which usually improve after the first few 
months of treatment. Dopamine agonists are also associated with a fairly high risk of compulsive behaviours 
(e.g. pathological gambling, hypersexuality). GABA derivatives are associated with an increased risk of 
sedation, dizziness, ataxia, tremor, blurred vision, peripheral edema, and weight gain. Pregabalin and 
gabapentin both require dose adjustment in patients with renal impairment. Because GABA derivatives can 
cause depression and weight gain, a dopamine agonist is a more appropriate choice in the presence of 
depression or dysthymia and obesity. GABA derivatives can alleviate neuropathic pain and may be helpful in 
the treatment of insomnia and anxiety. Dopamine agonists should ideally be avoided in patients with 
previous impulse control disorders or addition, but are the drugs of choice in patients with very severe RLS. 


RATIONALE: 
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Correct Answer: 


e Comorbid anxiety - GABA derivatives can alleviate neuropathic pain and may be helpful in the 
treatment of insomnia and anxiety. 


Incorrect Answers: 


* Very severe RLS - Dopamine agonists should ideally be avoided in patients with previous impulse 
control disorders or addition, but are the drugs of choice in patients with very severe RLS. 


* Obesity - Because GABA derivatives can cause depression and weight gain, a dopamine agonist is a 
more appropriate choice in the presence of depression or dysthymia and obesity. 


* Comorbid depression - Because GABA derivatives can cause depression and weight gain, a dopamine 
agonist is a more appropriate choice in the presence of depression or dysthymia and obesity. 


TAKEAWAY/KEY POINTS: 


Because GABA derivatives can cause depression and weight gain, a dopamine agonist is a more appropriate 
choice in the presence of depression or dysthymia and obesity. GABA derivatives can alleviate neuropathic 
pain and may be helpful in the treatment of insomnia and anxiety. Dopamine agonists should ideally be 
avoided in patients with previous impulse control disorders or addition, but are the drugs of choice in 
patients with very severe RLS. 
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The correct answer is: Comorbid anxiety 


Which of the following agents used to treat restless legs syndrome (RLS) is able to produce stable plasma 
levels over 24 hours? 


Select one: 


Rotigotine ¥ z 
Rose Wang (ID:113212) this answer is correct, Rotigotine is the only dopamine 


agonist available in a transdermal patch formulation and delivers stable plasma levels 
over 24 hours. 


Pramipexole % 
Ropinirole * 
Pregabalin % 


Marks for this submission: 1.00/1.00. 


TOPIC: Restless Legs Syndrome 


LEARNING OBJECTIVE: 


To understand the treatment of restless legs syndrome (RLS). 


BACKGROUND: 


RLS is a common sleep-related movement disorder and is also called Willis-Ekbom disease. Data suggests 
that RLS may be caused by iron deficiency in the substantia nigra in the central nervous system, possibly due 
to defective iron transport mechanisms across the blood-brain barrier and down-regulation of striatal 
dopamine receptors. RLS is a neurological disorder that manifests as an unpleasant sensation in the legs 
coupled with an urge to move the legs, particularly at bedtime. Patients experience symptoms of RLS when 
the limbs are at rest and symptoms are relieved by movement. Generally, symptoms are bilateral and 
symmetrical, but may occasionally be unilateral. The prevalence of RLS is approximately 5 - 15% in the 
general population. RLS is more common in women than men and the prevalence increases with age. The 
treatment of RLS varies depending on whether the patient is presenting with intermittent RLS or chronic 
persistent RLS. Intermittent RLS is defined as restless legs troublesome enough to require treatment but 
‘occurring less than twice a week on average. Medications that can be used for treatment of intermittent RLS 
include levodopa/carbidopa, low-potency opioids (e.g. codeine), and benzodiazepines (e.g. clonazepam, 
temazepam). Levodopa/carbidopa is not suitable for patients with daily symptoms due to its short half-life 
and increased risk for symptom augmentation. Augmentation is defined as worsening in symptom severity, 
increase in symptom distribution, or emergence of symptoms earlier in the evening. Opioids are associated 
with many adverse effects, including sedation, dizziness, nausea/vomiting, constipation, pruritus, and 
respiratory depression. Chronic persistent RLS is defined as RLS that is frequent and troublesome enough to 
require daily treatment, with symptoms usually occurring at least twice a week on average and causing 
moderate-to-severe distress. Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and 
aamma-aminobutvric acid (GABA) derivatives (e.a. oreaabalin. aabanentin) are the preferred aaents in 
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Chronic persistent RLS. Rotigotine is the only dopamine agonist available in a transdermal patch formulation 
and delivers stable plasma levels over 24 hours. Adverse effects associated with dopamine agonists include 
nausea, sedation, and lightheadedness, which usually improve after the first few months of treatment. 
Dopamine agonists are also associated with a fairly high risk of compulsive behaviours (e.g. pathological 
gambling, hypersexuality). GABA derivatives are associated with an increased risk of sedation, dizziness, 
ataxia, tremor, blurred vision, peripheral edema, and weight gain. Pregabalin and gabapentin both require 
dose adjustment in patients with renal impairment. 


RATIONALE: 
Correct Answer: 


* Rotigotine - Rotigotine is the only dopamine agonist available in a transdermal patch formulation and 
delivers stable plasma levels over 24 hours. 


Incorrect Answers: 
© Pramipexole - The agent does not produce stable plasma levels over 24 hours. 
* Ropinirole - The agent does not produce stable plasma levels over 24 hours. 


+ Pregabalin - The agent does not produce stable plasma levels over 24 hours. 


TAKEAWAY/KEY POINTS: 


Non-ergot dopamine agonists (e.g. pramipexole, ropinirole, rotigotine) and gamma-aminobutyric acid 
(GABA) derivatives (e.g. pregabalin, gabapentin) are the preferred agents in chronic persistent RLS. Rotigotine 
is the only dopamine agonist available in a transdermal patch formulation and delivers stable plasma levels 
over 24 hours. 
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The correct answer is: Rotigotine 
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